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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )M Responsive to communication(s) filed on 03 March 2003 . 
2a)D This action is FINAL. 2b)£3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) ^ Claim(s) 1-20 is/are pending in the application. 

4a) Of the above claim(s) 1^7 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) IE Claim(s) 8-20 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)D approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a>n All b)D Some*c)D None of: 

1 0 Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 



14)C 



3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

<] Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 
15)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) £3 Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) d Notice of Informal Patent Application (PTO-1 52) 

3) [3 Information Disclosure Statement(s) (PTO-1449) Paper No(s) 16. 6) D Other: 
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DETAILED ACTION 



In paper no. 15, applicant amended claim 20. Claims 1-20 are pending, claims 1-7 are 
withdrawn from consideration due to a non-elected invention and claims 8-20 are under 
consideration. 



The request filed on 3/3/3 for a Continued Prosecution Application (CPA) under 37 CFR 
1.53(d) based on parent Application No. 09/469485 is acceptable and a CPA has been 
established. An action on the CPA follows. 



The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 



Claims 8-16 are rejected under 35 U.S.C. 103(a) as being unpatentable over Builder et al. 
(US 4,620,948) and Valenzuela et al. (Nature. 1979; 280: 815-819). 

The claims are drawn to a method of making a recombinant hepatitis B surface antigen 
(HbsAg) by obtaining a sterile filtered rHBsAg from cell culture, adding a redox buffer 
comprising glutathione and oxidative glutathione, incubating the buffer and antigen at a 
temperature between 34°C to 38°C between 40 to about 240 hours. 

Applicant agrees that while one of ordinary skill in the art would have been motivated to 
correct misfolding, the ordinary artisan would not have had a reasonable expectation for 
producing the claimed invention. Applicant discusses the results of Wampler et al., which teach 
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away from using reduced glutathione to reduce proteins because the buffer did not increase 
disulfide crosslinking in HBsAg. Applicant also argues that Builder et al. do not use the 
technique to purify HBsAg. 

Applicant's arguments have been fully considered, but are found unpersuasive. The 
paragraph bridging columns 1-2 on page 6832 of Wampler et al. does not discuss the required 
temperature or length of time required by the claims. The teachings of Wampler et al. have not 
been and are not considered under 35 USC § 103 because the reference does not teach or suggest 
the instant method. 

With respect to the teachings of Builder et al., the reference is not limited to one protein. 
Builder et al. emphasize ensuring immunological activity of any protein upon purification. 
Builder et al. teach inactivity is due to incorrect folding or conformation before or after 
intracellular precipitation or during the isolation process, see column 1, lines 58-62. The 
reference exemplifies ways to recover biologically active protein from cell culture by adding a 
weak denaturing solution and incubating the protein and buffer at 37° C for 24 hours to permit 
proper refolding, see column 16, lines 28-55, column 17, lines 24-56, and examples 13 and 14 in 
columns 29-30. The purified protein exemplified by the method of Builder et al. has a much 
higher activity than unpurified protein. 

Builder et al. does not teach purifying HBsAg. However, Valenzuela et al. establish that 
immunogenicity of HBsAg strongly depends on the integrity and proper formation of the 
disulfide bonds within the antigen, see column 1 on page 348 and the first full paragraph on page 
349. Valenzuela et al. also teach that HBsAg particles purified from cell culture are more 
variable in size than human particles, see the paragraph bridging pages 349-350. 



Application/Control Number: 09/469,485 Page 4 

Art Unit: 1648 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to purify HBsAg by the method of Builder et al. to ensure proper folding and 
antigenicity of the protein from cell culture. One of ordinary skill in the art at the time the 
invention was made would have had a reasonable expectation for producing a properly folded, 
antigenic HBsAg protein from cell culture using the method of Builder et al. because the proteins 
purified by Builder et al. are isolated from cell culture and dissolved protein is incubated 
overnight with a weak denaturing solution to correct incorrect disulfide bridges. Therefore, the 
invention as a whole would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, absent unexpected results to the contrary. 

Claims 17, 19 and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Builder et al and Valenzuela et al. as applied to claims 8-16 above, and further in view of Petre 
et al. (WO 93/24148 Al) for reasons of record. 

Claim 18 is rejected under 35 U.S.C. 103(a) as being unpatentable over Builder et al. and 
Valenzuela et al. as applied to claims 8-16 and 20 above, and further in view of Even-Chen (US 
5,242,812) for reasons of record. 

Applicant argues that the teachings of Petre et al or Even-Chen do not remedy the 
deficiency of Builder et al. However, it is maintained that there is no deficiency in the teachings 
of Builder et al. and Valenzuela et al. for reasons discussed above. Therefore, it is maintained 
that claims 17, 19, 20, and 18 are prima facie obvious in view of the teachings of Builder et al. 
and Valenzuela et al. in further view of Petre et al. and Even-Chen, respectively. 
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Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shanon Foley whose telephone number is (703) 308-3983. The 
examiner can normally be reached on M-F 9:00-5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Housel can be reached on (703) 308-4027. The fax phone numbers for the 
organization where this application or proceeding is assigned are (703) 308-4242 for regular 
communications and (703) 308-4426 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 
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